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STATUS OF THE CIAIMS 

Claims 36 to 51 have been rejected. Claims 36 to 51 are 
being appealed. 

STATUS OF AMENDMENTS 

There were no amendments filed subsequent to final 
re j ection . 

SUMMARY OF THE CLAIMED SUBJECT MATTER 

The claimed invention relates to a method of ameliorating or 
treating cellulite (page 13, line 21; original claim 5) . The 
method has the step of topically applying perilla oil (page 6, 
line 4; original claim 2) to an area of skin affected by 
cellulite in an amount effective to improve the aesthetic 
appearance thereof (page 13, line 7; original claim 1) . The 
perilla oil may be applied at about 0.01 wt% to about 10 wt% 
based on the total weight of the topical composition (page 14, 
lines 17 and 18; original claim 10; at about 1 wt% to about 8 wt% 
(page 14, lines 19 and 20; original claim 11); or at about 3 wt% 
to about 6 wt% (page 14, line 22) , A preferred perilla oil is 
perilla seed oil (page 14, line 5; original claim 3). The 
perilla oil may be topically applied one or two times per day 
(page 15, lines 11 and 12) . 
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GROUND OP REJECTION TO BE REVIEWED ON APPEAL 



Is the claimed invention enabled under 35 U.S.C. 112, first 
paragraph? 

ARGUMENT 

The Office Action mailed January 4, 2006 stated that the 
present claims failed to comply with the enablement requirement. 
The Action also stated that there was no etiology for the 
treatment of cellulite. In support of this statement, the Action 
quoted from an abstract for the article Avram, Cellulite : a 
review of its physiology and treatment , J. Cosmetic & Laser 
Therapy, v. 6, Issue 4, p. 181-5 (Dec. 2004) : "There are no truly 
effective treatments for cellulite''. The Action also quoted from 
an abstract for the article Van Vliet, An assessment of 
traditional and novel therapies for cellulite , J. Cosmetic & 
Laser Therapy, 2005, 7/1 (7-10) for the proposition that "... there 
is no consensus as to the etiology of cellulite". 

The claimed invention is indeed enabled under 35 U.S.C. 112, 
first paragraph, as shown in the remarks below and the attached 
Declaration under 37 C.F.R. 1.132 by Dr. Peter M. Ellas, which 
was previously submitted in the Amendment Under 35 C.F.R. 1.116 
mailed May 19, 2006. The reasons for such enablement and 
Applicant's remarks regarding assertions of non-enablement in the 
prosecution history are discussed below. 

A) . The Specification clearly and unambiguously discloses and 
enables the claimed invention. 
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At page 1, lines 10 to 13, the Specification states that the 
invention relates to topical compositions and methods useful to 
treat cellulite associated with upregulation of peroxisome 
proliferator activated receptors (PPARs) . At page 1, line 16, 
the Specification states that PPARs are known to play a 
fundamental role in regulating energy balance, particularly 
glucose and lipid metabolism. It is further stated that there 
are a family of PPARs: PPARalpha, PPARgamma and PPARbeta/sigma . 

At page 4, the Specification states as objects of the 
invention the improvement in the appearance of skin affected by 
cellulite, and providing a method of treating a skin condition 
resulting from or accompanied by an upregulation of PPAR 
receptors. In the last paragraph at page 4, the invention is 
summarized as a method of administering a topical composition 
having at least one PPAR stabilizer to skin affected, inter alia, 
by cellulite. 

Perilla oil and particularly perilla seed oil is disclosed 
as a PPAR stabilizer. At page 14, line 14 et seq., the 
Specification states that perilla oil as the PPAR stabilizer is 
applied directly to the skin, preferably incorporated in a 
topical composition . 

In Example 1 commencing at page 16, the effect of perilla 
seed oil on PPAR upregulation in human skin cells for a known 
PPAR agonist was measured by relative peroxisome proliferator 
response element (PPRE) . The results were provided in Fig. 1 and 
demonstrate that the addition of perilla seed oil prevented the 
PPAR upregulation of the known PPAR agonist. 



4 



In Example 2 commencing at page 17, the addition of perilla 
seed oil (in DMSO) to cells treated with a PPAR agonist 
significantly prevents PPAR upregulation, as illustrated 
graphically in Fig. 2. Even in the presence of the agonists, the 
perilla seed oil (in DMSO) maintains PPRE activity in the range 
exhibited by the vehicle alone. 

B) . The Examiner's reliance on the Avram and Van Vliet 
references is misplaced. 

Avram identifies four hypotheses for the physiology of 
cellulite (sexually dimorphic skin architecture, altered 
connective tissue septae, vascular changes and inflammatory 
factors) and further identifies four categories of treatment 
modalities (attenuation of aggravating factors, physical and 
mechanical methods, pharmacological agents and laser) . The 
sentence quoted above and relied on by the Examiner as the 
linchpin of her Section 112 rejection is a qualitative one, 
inasmuch as the phrase "effective treatment" is modified by the 
adverb "truly". 

Van Vliet states, "There are numerous treatments for 

cellulite including topical, surgical, laser and other 
therapies". (Emphasis added.) As to the causation of cellulite. 
Van Vliet merely indicates that there is no consensus regarding 
the etiology of cellulite. Lack of consensus regarding etiology 
does not constitute or equate to lack of etiology or 
predictability. 

Moreover, searching located 20 U.S. patents disclosing 
compositions claimed to be useful in treating cellulite. A copy 
of a listing of the patents (together with written description 
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and bibliographic information) is attached herewith. Apparently, 
the etiology, physiology of formation, and anatomical structure 
of cellulite are understood well enough that numerous 
compositions for treating cellulite have been proposed and 
patented. It is evident that the Examiner's assertion that there 
is no etiology for the treatment of cellulite is erroneous. 

C. The Declaration of Dr. Peter Elias rebuts the Examiner's 
contention that a nexus is absent between the in vitro results in 
the working examples and the in vivo effect. 

Dr. Peter Ellas'^ is a Professor of Dermatology and Vice 
Chairman of the Department of Dermatology at the University of 
California at San Francisco. He is the author of over 400 
journal articles pertaining to skin biology and has conducted 
extensive research in this field. He is Board Certified in 
Dermatology and Dermatopathology, and has received numerous 
honors, awards, and recognitions. 

In his Declaration, Dr. Elias states that disclosure of the 
present application clearly articulates the invention as set 
forth in the claims 36 to 51 and places him, a person skilled in 
the art, in possession of it. Dr. Elias states that Examples 1 
and 2 of the present application clearly demonstrate the 
stabilizing effect of perilla oil on PPAR upregulation . Dr. 
Elias states that page 1, lines 12 and 13 of the 09/521,442 
application directly associates the treatment or amelioration of 
cellulite with the upregulation of PPAR, and that this 
association is logical and reasonable. 

^ Dr. Elias has been a consultant of Avon Products, Inc., and was 
paid for reviewing the Office Action including the references. 
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The Continuation of Substance of Interview of the Interview 
Summary of October 12, 2005 stated there was no nexus between 
cellulite and the prevention of upregulation of PPAR. The 
Continuation of Substance of Interview further stated that 
competent documentation establishing this nexus would be given 
careful consideration. The Examiner repeated this position in 
her Advisory Action mailed June 6, 2006, stating that the 
Declaration of Dr. Elias was an opinion declaration (see 
Continuation Sheet) . 

Applicant strongly asserts that a nexus does indeed exist 
between cellulite and the upregulation of PPARgamma receptors, as 
manifestly made clear by Dr. Elias in his Declaration. 

Dr. Elias describes the pathology of cellulite as taking 
"...the form of a localized proliferation of fibroblasts and 
adipocytes. Fibroblasts readily transform into adipocytes .... 
The process of fibroblast-to-adipocyte metamorphosis results in a 
gradual accumulation of adipocytes over time." Declaration at 
page 2 . 

After considering the experimental data set forth in 
Examples 1 and 2, coupled with the foregoing description of the 
pathology of cellulite. Dr. Elias concludes that the association 
of PPAR upregulation with the treatment or amelioration of 
cellulite is logical and reasonable. See Declaration at page 2. 

In support of this conclusion. Dr. Elias stated the 
following : 



reviewing the application, and for preparing his Declaration, at 
his customary hourly rate. 
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"PPARgamma receptors regulate adipocyte growth and 
differentiation. Hence, ligand activators (agonists) of PPARgamma 
receptors, such as ciglitazone, stimulate adipocyte growth. 
Because adipocytes are stimulated, i.e., up-regulated, they 
proliferate and hypertrophy in response to treatment with 
PPARgamma ligand agonists. It follows that blocking PPARgamma 
receptors would be a suitable means for treating or ameliorating 
cellulite. PPARgamma blocking can be achieved by two different 
mechanisms: 1) down-regulation of PPARgamma receptor levels, and 
2) competitive inhibition with endogenous PPARgamma activators, 
such as leukotriene B4, thereby reducing (i.e., stabilizing) the 
numbers of PPARgamma receptors that are available to be activated. 

The examples of the above-captioned application demonstrate 
that there is a reduction of PPRE activity when perilla oil is 
combined with G3, a known PPAR ligand agonist, as compared to the 
level of PPRE activity when G3 is tested alone. This decrease in 
PPRE activity indicates perilla oil is a stabilizer of PPAR, which 
is a legitimate mechanism to treat cellulite production and 
retention in a human." 

For these reasons Dr. Elias concludes blocking PPARgamma 
receptors would be a logical means for treating or ameliorating 
cellulite since PPARgamma receptors regulate adipocyte growth an 
differentiation. Dr. Elias states that blocking could be 
achieved by two different mechanisms: 1) down-regulation of 
PPARgamma receptor levels, and 2) competitive inhibition with 
endogenous PPARgamma activators, thereby reducing (i.e., 
stabilizing) the number of PPARgamma receptors that are availabl 
to be activated. 

In his Declaration, Dr. Elias set forth a clear, factual, 
underlying basis for his opinion. He described the role of 
PPARgamma receptors in the skin and how their activity can be 
regulated. The description in his Declaration is consonant with 
the description of PPAR stabilizers in the specification at p. 5 
line 17 to p. 6, line 15. He also correlated the regulation of 
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PPARgamma receptors with the treatment of cellulite production 
and retention. This correlation effectively bridges the in vitro 
results with in vivo effect of the claimed invention. The 
bridging provides a legal basis for a finding of enablement with 
respect to the claimed invention without relying on Dr. Elias' 
Declaration as an opinion in that regard. 

Applicant recognizes that opinion evidence cannot be used to 
form the sole basis for a legal conclusion. Nonetheless, the 
underlying basis and facts supporting the basis of an opinion are 
entitled to consideration (see MPEP 716. 01 (c) (III) ) . With regard 
to his opinion. Dr. Elias states at page 3 of the Declaration 
that he disagrees with the position of the Examiner "...based upon 
many years of work with the PPAR family of activators, and their 
effects on cutaneous development, growth, differentiation, 
barrier function, and inflammation. I have over 30 publications 
during the past 10 years that focus on the effects of PPAR 
activators in skin biology. Therefore, I feel qualified to 
comment on this subject." 
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In light of the foregoing arguments and in particular the 
statements of Dr. Elias in his Declaration, Applicant submits 
that a sufficient showing of enablement, including a showing of 
the nexus between the formation of cellulite and the upregulation 
of PPARgamma receptors, has been made. Favorable reconsideration 
of claims 36 to 51 is thus warranted, and allowance of the 
pending claims is earnestly solicited. 



Dated: November 




Charles N. J. Ruggiero 
Reg. No. 28,468 
Attorney for Applicants 
Ohlandt, Greeley, Ruggiero 

Si Perle, L.L.P. 
One Landmark Square 
Stamford, CT 06901-2682 
Tel: 203-327-4500 
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CLAIMS APPENDIX 



36. (Previously presented) A method of ameliorating or 
treating cellulite, comprising topically applying perilla oil to 
an area of skin affected by cellulite in an amount effective to 
improve the aesthetic appearance thereof. 

37. (Previously presented) The method of claim 36, wherein 
the perilla oil is applied in the form of a topical composition 
having about 0.01 wt% to about 10 wt% of the perilla oil based on 
the total weight of the topical composition. 

38. (Previously presented) The method of claim 36, wherein 
the perilla oil is applied in the form of a topical composition 
having about 1 wt% to about 8 wt% of the perilla oil based on the 
total weight of the topical composition. 

39. (Previously presented) The method of claim 36, wherein 
the perilla oil is applied in the form of a topical composition 
having about 3 wt% to about 6 wt% of the perilla oil based on the 
total weight of the topical composition. 

40. (Previously presented) The method of claim 36, wherein 
the perilla oil is perilla seed oil. 
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41. (Previously presented) The method of claim 31, wherein 
the perilla oil is perilla seed oil. 



42. (Previously presented) The method of claim 38, wherein 
the perilla oil is perilla seed oil. 



43. (Previously presented) The method of claim 39, wherein 
the perilla oil is perilla seed oil. 



44. (Previously presented) The method of claim 36, wherein 
the perilla oil is topically applied one or two times per day. 



45. (Previously presented) The method of claim 37, wherein 
the perilla seed oil is topically applied one or two times per 
day. 



46. (Previously presented) The method of claim 38, wherein 
the perilla seed oil is topically applied one or two times per 
day. 



47. (Previously presented) The method of claim 39, wherein 
the perilla seed oil is topically applied one or two times per 
day. 
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48. (Previously presented) The method of claim 40, wherein 
the perilla seed oil is topically applied one or two times per 
day, 

49. (Previously presented) The method of claim 41, wherein 
the perilla seed oil is topically applied one or two times per 
day. 



50. (Previously presented) The method of claim 42, wherein 
the perilla seed oil is topically applied one or two times per 
day. 



51. (Previously presented) The method of claim 43, wherein 
the perilla seed oil is topically applied one or two times per 
day. 
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EVIDENCE APPENDIX 

Declaration under 37 C.F.R. 1.132 by Dr. Peter M. Elias 

Avram, Cellulite: a review of its physiology and treatment ^ 
J. Cosmetic & Laser Therapy, v, 6, Issue 4, p. 181-5 (Dec. 
2004) 

Van Vliet, An assessment of traditional and novel therapies 
for cellulite , J. Cosmetic & Laser Therapy, 2005, 7/1 (7-10) 

Report of issued U.S. patents disclosing compositions 
claimed to be useful in treating cellulite 
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RELATED PROCEEDINGS APPENDIX PAGE(S) 



None 
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DECLARATION UNDER 37 C.F.R. 1,132 

If Peter M. Elias, M.D., declare the following: 

I received a B.A. degree in biological sciences from 
Stanford University in 1963^ an M.D. degree from the University 
of California at San Francisco in 1967, and an M.S. degree in 
experimental pathology from the University of California at San 
Francisco in 1975. I have practiced dermatology from 1974 to the 
present. I am currently a Professor of Dermatology and Vice- 
Chairman in the Department of Dermatology at the University of 
California at San Francisco. I have conducted research in 
dermatology and skin diseases since 1969. I have authored or co- 
authored at least 422 publications pertaining to skin biology and 
dermatology as listed in the attached Curriculum Vitae. 



Cellulite is a cosmetically-disf iguring condition in which 
afflicted skin can look like orange peel. Cellulite, is typically 
localized at the thighs, hips, or abdomen of women, although 
cellulite can also afflict males. The microscopic pathology of 



1 



cellulite takes the form of a localized proliferation of 
fibroblasts and adipocytes. Fibroblasts readily transform into 
adipocytes with appropriate hormonal/growth factor signaling. 
The process of fibroblast-to-adipocyte metamorphosis results in a 
gradual accumulation of adipocytes over time. As triglycerides 
accumulate in adipocytes, these cells hypertrophy and ultimately 
restrict venous and lymphatic drainage from affected sites. 

I have reviewed the contents of the above-captioned 
application, including the pending claims and the working 
examples, and the Office Action mailed January 4, 2006 and 
understand them. 

I disagree with the Examiner' s assertion of lack of 
enablement for claims 36 to 51 in the Office Action. The 
disclosure of the above-captioned application clearly articulates 
the invention as set forth in the claims 36 to 51 and places me, 
a person skilled in the arts of skin biology and dermatology, in 
possession of it. Examples 1 and 2 of the above-captioned 
application clearly demonstrate the stabilizing effect of perilla 
oil oh PPAR upregulation in the presence of known PPAR agonists. 
Page 1, lines 12 and 13 of the above-captioned application 
directly associates the treatment or amelioration of cellulite 
with the upregulation of PPAR and this association is logical and 
reasonable, particularly in view of my observations in the 
following paragraph. 

I have also reviewed the Interview Summary appended to the 
Office Action. The Continuation of Substance of Interview 
appended to the Interview Summary states in the last two 
sentences that "The examiner informed [applicant] that there is 
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no nexus between cellulite and the prevention of upregulation of 
PPAR. Competent documentation establishing this nexus would be 
given careful consideration." I disagree with this conclusion, 
based upon many years of work with the PPAR family of activators, 
and their effects on cutaneous development, growth, 
differentiation, barrier function, and inflammation. I have over 
30 publications during the past 10 years that focus on the 
effects of PPAR activators in skin biology. Therefore, I feel 
qualified to comment on this subject. 

After reviewing the above-captioned application, including 
the examples, I believe there is a nexus between the formation of 
cellulite and the upregulation of PPARgamma. 

PPARgamma receptors regulate adipocyte growth and 
differentiation. Hence, ligand activators (agonists) of 
PPARgamma receptors, such as ciglitazone, stimulate adipocyte 
growth. Because adipocytes are stimulated, i.e., up-regulated, 
they proliferate and hypertrophy in response to treatment with 
PPARgamma ligand agonists. It follows that blocking PPARgamma 
receptors would be a suitable means for treating or ameliorating 
cellulite. PPARgamma blocking can be achieved by two different 
mechanisms: 1) down-regulation of PPARgamma receptor levels, and 
2) competitive inhibition with endogenous PPARgamma activators, 
such as leukotriene B4, thereby reducing (i.e., stabilizing) the 
numbers of PPARgamma receptors that are available to be 
activated. 

The examples of the above-captioned application demonstrate 
that there is a reduction of PPRE activity when perilla oil is 
combined with G3, a known PPAR ligand agonist, as compared to the 
level of PPRE activity when G3 is tested alone. This decrease in 
PPRE activity indicates perilla oil is a stabilizer of PPAR, 
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which is a legitimate mechanism to treat cellulite production and 
retention in a human. 

I am not aware that PPARgamma stabilizers have been employed 
to treat cellulite in the skin biology or dermatology art outside 
of the disclosure in the above-captioned application. More 
specifically^ I am not aware that perilla oil has been employed 
to treat or ameliorate cellulite in the skin biology or 
dermatology art outside of its disclosure in the above-captioned 
application. The use of PPARgamma stabilizers, and, more 
particularly, perilla oil, in the treatment or amelioration of 
cellulite is new and not obvious to me. 

I hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on information 
and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code and that such willful false statements may 
jeopardize the validity of the application or any patent issued 



thereon . 





Dr. Peter M. Ellas 



date 
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Abstract: Cellulite affects 85-98% of post-pubertal females of all races. While not a 
pathologic condition, it remains an issue of cosmetic concern to a great 
number of individuals. Despite its high prevalence, there have been few 
scientific investigations into the physiology of cellulite. There have only been a 
few dozen peer-reviewed articles devoted to cellulite in the medical literature 
in the past 30 years. There is no definitive explanation for its presentation. 
This greatly complicates the ability to treat or improve it. The four leading 
hypotheses that purport to explain the physiology of cellulite include: sexually 
dimorphic skin architecture, altered connective tissue septae, vascular 
e changes and inflammatory factors. Treatment modalities can be divided into 

four main categories: attenuation of aggravating factors, physical and 
mechanical methods, pharmacological agents and laser. There are no truly 
effective treatments for cellulite. [ABSTRACT FROM AUTHOR] 

Author Affiliations: ^ clinical Instructor of Medicine, Division of Dermatology, David Geffen School 

of Medicine, UCLA Medical Center Los Angeles, CA, USA 

ISSN: 1476-4172 

DOI: 10.1080/14764170410003057 

Accession Number: 17116271 

Database: Academic Search Premier 
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An assessment o^Caditional and novel thera^i^ for cellulite 
Van Vliet M.; Ortiz A.; Avram M.M.; Yamauchi P.S. 
M.M. Avram, Apt. 222, 2700 Neilson Way, Santa Monica, CA 90405 
United 



States 

Journal of Cosmetic and Laser Therapy ( J. (DOSMET. LASER THER. ) 
(United 

Kingdom) 2005,7/1(7-10) 
OODENrJCLTC ISSN: 1476-4172 
DOCUMENT TYPE: Journal ; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 30 

There are numerous treatments for cellulite including topical, 
surgical, laser arid other therapies. Many of these treatments are 
expensive. Part of the difficulty in treating cellulite arises from our 
incomplete understanding of this phenomenon. As noted previously in this 
journal, there is no consensus as to the etiology of cellulite . This 
article will focus on both traditional and novel treatments for 
cellulite and assess their efficacy based on the scientific literature, 
(c) 2005 Taylor & Francis Group Ltd. 
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